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== ( S4 > TiUe: PERCUTANEOUS ABSORPTION PREPARATION FOR TREATING OPHTHALMIC DISEASE USE THFRFOF 
g AND METHOD FOR MIGRATION OF OPHTHALMIC REMEDY INTO TOPICAL TISSUE IN EYE THEREOF 

^ (57) Abstract: A percutaneous preparation for treating an ophthalmic disease having a structure comprising a grease layer contain- 
^ ing a remedy for the ophthalmic disease formed on a support which is to be bonded to the skin surface including the front palpebral 
^ face so as to administer the remedy for the ophthalmic disease in the grease layer to a topical tissue in eye via skin permeatiorsub- 
£H stant,ally without mediated by the systemic blood flow; use of the percutaneous preparation for treating an ophthalmic disease which 
00 comprises bonding the percutaneous preparation for treating an ophthalmic disease to the skin surface including the front palpebral 
^ face so as to allow the remedy for the ophthalmic disease in the grease layer to migrate into a topical tissue in eye via skin permeation 
^ substantially without mediated by the systemic blood flow; and a method of the migration of a remedy for an ophthalmic disease 
into a topical hssue in eye. 
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ntm&cDmmkmmmft&hfrx^z #12000-25621 

"T&timmtStlX^Z (#*¥8-5 0 9 7 1 6fM) o ^(DUR^^*^ 

zM®^mm&mi-%mmmmBimmmmfrmmts*ix^z> (wo 01/2 
6 6 4 8) 0 z<DmmmmBiW.!&&ttMfe, mu^fDi^m^vxmm^mm 
(D&mmffiiz.mm&itz>tc.tb<D-i><Dx&^x, Mii^-tT-feSo 

k^t-y^s^s!^ mm, m&mte¥tvxmffii&-$irz>mmmzLijQ 
tlx, m&.m^y^tz.n.^v h*<Dmmiz£y&^ir%mmm^m£tix^z> 
(*s#fF$g6, 277,85 5-%-wmm) o -o^^5/^*yhf^^ khu 

-rtefrib, mmmi^m^^jk^^vx^m^m^ti, z:<D-n&mn 
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Afc<DH^ m. mte¥<Dmi$<DjfrmmmmttLxfem£tLZ>i><Dx& 
fem-rz^bfohz. 
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i-i£#-f-6w^icj:D, m&m*(Dmm&mmM&. mmm^^skm^^-r 
ti/*v\ *mw<Dmmmmmmm&mmmM<vttmmti.xn, ^^-^mmf- 
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^S^^^tO*^ m^O. l~3 0li% s 0f L<iiO. 5~15 
6 0lf% 0t L< fj:2 0-5 0lt%tIl?fe5 o 

/<-y?m<Dmma^ i&^o&ct, im^tt^k mmrn, %mnu mmn. 
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; ft if o#«^n^j^^p-t-5 ^ t as-et 5 o 

, ^L<fi5 0~3O0li|fS N £ !?&£b< «7 0~2 0 OMMUfDm^X 

^^J^^^xfeT'fi, ig^*Miti!;f^^t ^-^^r-rs^ra^j^ 

t*»$i# u xmm «r r rr t a> e> lt^- ^s-^-r 

%;mH- t 3-M%toZ-xm i m } o&ft5o m.m^KTifx^h, mtm^Mx. 
xmn?)*ft\t\ mm^ mwj&ft&tiaz-xmmv &m\ ^mmmmm^mm 
-t-So z(D&mmM%)&mM94'r*-±fcmmvx^ ^<D±\^w^mm-r 
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ISJ ^B&lB-t-Si^^feS) Sr^fctt^anWfcU tt#tt-£*lfcfct>fc: % i& 

6>tbS 0 (^^) y/^T^^ai^x/V'f*, if 5 0~1001f% 
*U<«6 0-9 7fi*%^#J^T^V^f>tl/§„ Wtitt^^^-tts ii^0~3 

jl3tO~4 0M% N #*L< «5~3 0M%<£#J^T*Jl^e>;ft3 o 
(^*) yy^T/^/^^-^/K^T/^^^^^f^ 4~10 
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3. 

a>\ ^yr^h\ *i?y ^*tvi^— 7vk 7Ky^w^^ N ^yr^y^fi 
•m, i^-3^ N ^yr^y/^^jii N ^y ^-xT/i-mmm. ^ytr 

vK°u>-tj:b*<DtfV *is-7j^%kMm ; *Ky p«^^^T^ y K /Ky^^- 
20 ?v*?t? y i— h&^o*}? y v^Zkffim ; tfv ^t-ui/tu?? k 
#y ^1^7^:7* k xjfy ^v>-t7? u~ hteb*<D7$v 

> ^ytlk^/K -^y^^^y, ^y^i/^y, ^yr^yn=hy/K 7y 
25 „ 7i? y ^ ^>- N ^^u>--B^Bfeif=/k*a^ % xKyr^ h\ /Ky 
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4. jyygjyigiii 

Wfom., mmnfiti') N mifc&j ossein rrimr& &r 

io K^, **£J«, ftlKM^ BfcKUHfc. m<D?&) % t/i/7r«l (h7=-^ 

nvmmmmm. mmmm%h «* i -aan« Gftrtie, ambe^) % 
e -mmm mpm. mtmm , & i -aeww o*rtag, mmm , mnm 

20 ztiibvmmf&mmm* x*>, tfcmw. ^.ru^—n, ^m^*^ 

&&m^m&mte?izmm&tix^zM&Mtmm& t Lxn. m*.t£> 7^ 
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k, mm^n^/v^-y, it7x=i/7y^ tt^t/^y, mm^^-y^ 

!7A, h^~^*K 

s^Ta— ;/V7P^y, fc°-^y*»\ 7-^/^-7- h^:^ 

7l/K^)/n^ 7*nA7it^t h y 17 A7j<fn$9 N o 9^ hTJ y !7A N ^ 

w-hy*^ 3 »7^=t^^— k 7*yy°vxh, v\?z>4>, -mm 

15 . ^^^n/^^v-^ y VBfcT^iM h y 7A N y^-<^^^i/ 

>"7"hy l7A % ^^n^-^^^^f^tf^- 

20 #J2$J:?)0£lA\ ^tLe>©BS^A?^lio^4(i, i9jf*L<li8 0 0« 
T, U<f± 6 0 0*fc«:5 0 0.g*TT?fe6„ 

3!k tiCKXPSl'm ; #^*4 2 5. 5) M^n7xt^tMJ 7A 

T^n-r K^m^j ; ^t3 is. 13) ^ mvmL&, &mmm^ m®* 
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/Kfi^JIIJK^rn^x/K fL^T/V^r/^^^/K "^g^T/l^/l^ 
/Hfc 1 2~2 2<Dmo&1tt&^&ft<Dftigk7/l'Z**- frUmiZ |g 

ra^L-as, M;tkf> ji/^v^ jJ-wr^Bfc* yyi^BL ^f7yyi, 
U 3 ^K /oei/^ya^K i, a-Zf^ya^K ^^y-fery^ 

25 % 7j<y^yiry^ N S?a:^l^^j; a— /K ^y^f^^!)3-;K i?"?xi\£ 
I'^^^-zK /K y zfn tfU^^V a— /K y/UE^>\ y/UfcT h— /K YV 

y/<-r h\ y^^n^h\ ^-y=f|t N 3i5n^-y /kd 
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~2 0-C N ^o N *9d-^f->3i^-V'^fl©|fc5 3SbJJi(t (-O-CH2CH2-) 

ry ao^-tvk ^Ky ^^xf i/^tK^x- ^/^s^^^h-So 

uv> 0 ^yi?y KW:, ^LTv^jjgJMcDi&^j: 9, ^-y^y-ty h\ s^y 

-ty h\ ^hy^y-ty Knnzgu$*L<5#, v^ft&tejf-rsr £as-r?#5„ 

h^x^m, fh7f^^ ^^-y-^xism, 
/k 7/yy, TKM^y^A (koh) , hyx (tKn^^f^) r^y 

iK!) t^Vxf vy7;V^;H'-7/'V ; KOH N h y (t Kn ;3 f^f/i') T 

Bg^^f&^mfi, sMtftoft w^mm 100 mfi$p» lt, ji^ 0 . 1 ~ 

6 0 MSB. L < « 0 . 3~20 fi*SU©|Rl^-cffl v^ bfbZ> 0 mMm-bWM 

*&«¥*&SWRltts 0 OBitP^LT, iiJffO~6 Ofififrc, £?£L< 

te0~2 OMSB^ffl^-efflV^ih,*. ftftRJKie^RI (2fcJ»38iSiE31&l) W\ 
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t-2~io^ ^*u<«3~7B#rama^-rs, mz, ^(D^mnmm\^, 
%.x^ i o~i 2 ofrmnmm&vmvrZo ^(ox^^vx^titcmnm^s 

**:±Hi-t©9f3ejfcSri&— m^^-fSo 4 0~1 2 0t©-!lISfl^ 
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1 5 0 o CT^P^^LT^bfc^ N iB^Srl 0 0-1 2 0tHTtft^5)Ife 

# i^^Hfeo^fciu M*.fc£, =* Aifc3!|M£#£ i 3 o°c-e5~2 o#IW©& 
&tt 10 0-120 tSIlcTif^ tt#tt-WJ3r;&n£-C\ 5-10 

susripxLT, 5-1 o^Mi^ifv\ mmmmmm. mmm® 
msL^i&mm^ t^ua^x 5 - 1 0 &rd@&%i* t> <h?v\ m^wwfr 

&MTfrtzzk&x%z 0 m&^mmftmtezte. ^^zttmmsfflnumte 
ttn*mt~rz> ^ t &x% % 0 

^TOKWoii^tefi, it 1 0 - 3 0 0 n mXhZ> 0 
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5o ^(Dmmm^ts'i^mmm^ ±%m, Tmfe&tctemm&nffimm c& 

(1) ztAZkftmmm 

i) s 1 s : 10 ommt, 

ii) : 1 0 ~ 4 0 0 

Hi) m)k*R%itemm i ~ 5 0 m*^ 

iv) Bg^Sf&Sflg: 0. l~6 0m*§P o 

(2) r*y^#tt**ui 

1) y jvjh m m^Vf : 1 0 ommm, 

iiO mmmmmm = 0. i~6oitas 0 

-^^^^J^^^^^rSBI^a^^t UTMu M©^il o 0 0 
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&j§--rzz.tk}^ mmmmmm®ij&&i\zmMM&&wvtcj&mmmfrb, mm 
mtsmm*. ^ti^x&mmmK^y)^ urn, mmmm. nm^t^mmmm 

&ftA OtMft fi g/g ' tissue) tfS % ±&Shm%frVtcMm(DM&&m.WL^<D 

^*©ii^2^_h x £?£L<te5^£Lb, «t90*u<fi7^± x mm 

^<£>^J<£>#fT* (M£GL •■ u g/g - tissue) tt x ^MskM^VtzM^KD^f 
Mr* : „ g/g . tissue) 'ftfc^^>BI^^^^^BS^£^(0^ 

[|H»J 1 ] 
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^^7-/vm TS I S 5 0 0 Oj ) 4 0. 5 g, tt*#^pj Ltf 

^>#flg (ir^9^5*/H±«, rys^yiHONj ) 4 0. 

*-^3 g^.Tj?v ; >ry7 p n/-?y— ^5 g^h/i/iyi 5 o gizmmzit. m 

M^UO^m^^i^lClIU (f$l 2jtim©#y 

[»J2] 

iXT^fii, ftft^ r^y7ky^^TR-l 1 0 7J ) 4 0 0 g, 
4MrU£ Utf/^yfl (Y S 115 0 N) 4 0 0 g % miMb VXffiWh 

^vzr^lsl 25g, W£Wfemm<Di£xTxis( WMIt*fc5v J 7n7x 

-cra^yy ^-^mmvtz.mm9^^—<D^v ^-^m^rns 200^ m^** 

DfctfcMl] 

TfTlS^O. 1 7xt^t hy !7 A^CBS^ (^n-K^BSttO. 1 %■ 
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<i (hplc) K£ vmm.^f£ 0 ^«^ov>Tt>, w-*?<DmfcimffiT&, 

*1 



No. 










mm 








(n g/g) 




0. 06 ±0. 02 


0. 03±0.01 


12R#H3 


0. 10 ±0. 02 


0. 02 ±0. 01 


n=5 N WSE 


No. 




stmt 2 






mm 


X«p 






g/ g) 




0. 10 ±0. 03 


0. 06 ±0.01 


12mm 


0. 05 ±0. 01 


N. D. 



n=5 x 5pJ^± S E 
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tie* 3 ic^-rm^-m^iz.^ x N r ^ y svmmm c 0 — *j kxuisi 
. r=ytypE-3ooj ; t? v^mr/^/u^^T^-m 

%K) ] 3. 7i3 g mmfri. 48 5 g ) ^ mmm (e**w<>f ki* 

CI. ^j,tyCK-4 0 1j ;AJR*W-HW) O. 0015g, 7y 

/HMrh^a^O. 3g, iB^KJRiSii^JibX'aKy^^^^^u^^ 
»~^K>. 6 gRXfi* V ^^m^yzfn\f;VQ. 6g^m*PbT, ig5 7 
. 3M%©afeX«S4rW3KLfc„ £ O^Xifc^ «JM±lCttfl&0JF&as 8 0 



m3 



mat 






0.3g (I0wt.%) 




0.6g (20wt.%) 




0.6g (20wt.%) 


vnmm rn^-fe^PE-sooj 


1.485g mmft) 


| B*A-/V KX^M r=3,«fe^cK-401j 


0. 0015g 
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l. Wgbbrfe: 
1) 

m3Myi/ 3 t«oStii:tjai2 3±3t, fig 5 5±i o%(D^ 
2) ifr#><£>jifr&i@ 

3) 

^4 cm 2 I£#bfc 0 

±Tm%feBtm<DW?'& : 1 cmX 2 c m= 2 c m z <D±% £ fcift^f bfcjg^ftjftJR 
'■ 2 c mX 2 c m= 4 c rrx 2 (Diz^ ^iZ^Wrl^fcB&^L^^M 

mensem wmvtc. 

4) BS«a«^ 

^ffit^ : 4 s 8 „ 2 4 9$ffl 0 

5) BM^v^i^ftr^s 

Uric : v h v tJ»mmm imi.^Mx.xmm^mm\,it. 0 t± v 

= Fy^4mLM30 0 r pmT'l 0#|BJjg»& % 3000 rpmT«10^ 
WflE^bfc. i»4mLSrSU©««MPte^b»HE«@Ufc«, HPLC 

•■MBTfiwMpufc. ^©amsr^^^^^-r^- (o. 2 2 M m) nmm 

«tt : HPLC^Sja^rl 5 0 n L%Qx.TmW&. HPLCitfy/^i b 
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6) ^SSO^ 

tftm$& : (H&jK ft 3 0 0 n m) 

: Capcell pak C 1 8MGS 5 jim^ 4. 5X25 0mm, fit 
1^K*7A (TOSOH N 8 0Ts) 
# ^ : 4 0 t C#j£^>— 

: 0. lMhy^ (fc Kn^fA-) T%S tfrisW/m (pH 

9 ) : T-fe h =. h y /U= 3 0:70 
: 1 . OmL/m i n 
SAi : 50/jL 

^4 



mm 












4 


4.44 


0.39 


0.01 


8 


2. 95 


0.03 


0. 02 


24 


0. 13 


0. 01 


0.01 



W-iiL : [ft g/g* tissue] 



m®<Dmn(DBLm\mtt^tz.m&, mm cj-^^mtr y^--?^) mmr<D& 

Tt>, 0. 01~0. 0 2/.g/gSI©*$t'$,5i^ f/^v 
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m®&m?u zvx, ^<omf*^ 8mmma^2. gs^/g, 24H 

momDmr*^ smmmazo. 03 n /g, 24 

$ e>m % BSI^IA#©S*|-BS^mi?©m#»^^^| l &#BS^^ttJ; t> t>B6> Steffi 
V*£fc, &tf«*^;$s&ap|£|MfiOT (<0 . 005Ag/mL) T?fcofc 

[»i4] 

M^PJt tt, ^f^-^y/i/y-^fi/y/ny^dtjA^ (SIS; 
B^lfrf-^lfcSL m&£ ^^is^y? 3 5 2 OJ ) 10 0«*gPfc % fl^ffd^ 

^jtLtn^ti wn^ttfi, r^v^y**^ kesh 

J ) &1 0 0M;^#J#T-@S^L7tS I S*«f«!lSrfflv^ ^ 5 



WO 2004/064817 



24 



PCT/JP2004/000520 



^5 







[wt.%] 




mm 


10.0 






76. 7 


KOH 




2.5 






10.0 




wum±m 


0.8 



±i&x*'&b*itam&mmmm&m®.mmm* 1 cmx 2 cm =2 c m 2 ©* 



^6 







^^[/«g/g'tissue] 












4 


0. 046±0. 013 


N.D. 


0. 054± 0.052 


N.D. 


8 


0. 078 ±0. 046 


0.011±0. 020 


0. 193±0. 139 


N. D. 


* Mean±S.D. (n=3) x jfigjR : J 


N. D. <0. 005,(g/g x : N. D. <0. 


05/jg/mL 



<Dmm<Dskmrpmmt)mmm$f-msxT «o. oos/ig/mD -efeofc^t 
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mmm 4 t?# h nit wmmt y^=c >*^m^%mmmftmmmim$m 

1. fcWfcfrifc: 

1 ) Ifr^ 

SM& W\ 4 iiifro£H4Slc : Hartley*/^ y h^B*SLCJ;f) BgA, -tjft,^ 
tlSPFifi£Tiai2 3±2 < C, ?M5 5±1 0%O^Tt^fLfc o 

2) #&tt&XmJ3'X4r*J~-A''(frm: n = 5~6) 
•^lAilKiP (Control^) 

• fv?f^(R)«2h rip 

•mmW4WM9tittO. 5hri 

• l£8fcM 4 M^JM&J&tt 4hri 

• *«!f 4 f»|»MA!ift 8hr|| 

• ^»!f4»J»JI£# 1 0 h r (2 h r MM) # 

3) nx*$>mttv>wm 

Kxf^ismm^ t^^^^zaiMwt (Lot no.tcnio7o % »m 

5F«*«r*D»<fcftK, MO. 22^7^/^- CMILLEX (R) - 
GV] ~?mm Lfc„ 

4) ) 3$£<z>ff£I 

^^V^^/P- (Lot No. K25612469, Me r k) 2 11% £ ft 

?L#0. 2 2 M m7^^ CMILLEX (R)-GV] TMi&Lfc. 

5) Kxfi$>mvmMm&kmkm i ti&4- 
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t2 0mg/mL^i/7^aitt [-fe 7 * ^-/V(R) 2 /^x;^ 
K) ®«»^&«tt^iBttAAR:0. 5mL/body&-£ (l mL ^ 2 

A-»«tlmL/kg (20mg/kg) (lmL^ SOGffiWf 

• ^a^m^ .• sm^n $e> o . 5 i&mmz ion bfc D 

• »k#f 4«ittft : mmtmxv 0.5,4,8 «i 1 0 mmm ( 2 

m 2 (0. 5cmXlcm)W#Lf; 0 

ttflt*Mtttt*ftffl«0. 8mL©lN (mo 1/L) y 
aatb, 3 7°C-e— ife^_h^S (CO 2 incubator MC0-345, SANYO) LtMia 
I«^tfc 0 rtl^O. 6NV >MbT±h>(D5 : 13 (V : V) m&9i 
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